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Abstract
A rapid rise in age at parenthood in contemporary societies has increased interest in reports
of higher prevalence of de novomutations and health problems in individuals with older fa-
thers, but the fitness consequences of such age effects over several generations remain un-
tested. Here, we use extensive pedigree data on seven pre-industrial Finnish populations to
show how the ages of ancestors for up to three generations are associated with fitness
traits. Individuals whose fathers, grandfathers and great-grandfathers fathered their lineage
on average under age 30 were ~13%more likely to survive to adulthood than those whose
ancestors fathered their lineage at over 40 years. In addition, females had a lower probabili-
ty of marriage if their male ancestors were older. These findings are consistent with an in-
crease of the number of accumulated de novomutations with male age, suggesting that
deleterious mutations acquired from recent ancestors may be a substantial burden to fitness
in humans. However, possible non-mutational explanations for the observed associations
are also discussed.
Introduction
A growing number of recent studies support the age-related accumulation of de novomutations
in the parental germline in humans. Many such mutations are deleterious and have long been
speculated to be a substantial contributor to fitness, and a serious public health threat [1,2].
Since counting the number of de novo single-nucleotide mutations passed from parents to off-
spring has become feasible, this number has been shown to be associated with the risk of autism
[3–5], schizophrenia [6] and other disorders [7], although the direct measures of mutation load
do not always reveal adverse functional correlates, at least in healthy individuals [8]. The major-
ity of new point mutations have a paternal, rather than maternal, origin [1,9,10], in line with a
higher rate of germline division in males. Thus, while advanced maternal age is associated with
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increased risk of chromosomal abnormalities and adverse pregnancy outcomes [11,12], the
number of point mutations increases as a function of the age of the father, but is independent of
maternal age [10]. Besides single-nucleotide mutations, the number of copy-number variants is
also enriched in cases of autism [13] and intellectual disability [14] and increases with paternal
age [14], although it is not associated with intelligence in healthy individuals [15].
Despite the evidence for health effects, less is known of the potential fitness consequences of
the increase in the number of mutations with paternal age. Paternal age at birth is often associ-
ated with child health, and indirect evidence suggests that much of this effect may be due to in-
creased mutation load. For example, increased father’s age is a risk factor for schizophrenia
[16,17], autism spectrum disorder [3,16,18–23], and multiple other genetic disorders [24–27],
although not for general cognitive ability [28]. Moreover, increased paternal age is associated
with reduced Darwinian fitness, largely through its negative association with survival. For in-
stance, increased paternal age was associated with lower life expectancy of daughters in the Eu-
ropean royal and noble families [29,30] and in German village genealogies of 15th–early 20th
centuries [31]; it was also associated with higher mortality of children in contemporary Euro-
pean cohorts [32–34]. Lastly, a paternal age of over 70 years was associated with lower child
survival in the Utah Population Database [35]. However, studies of French [36] and American
[37] cohorts of centenarians born in the late 19th century found that they did not have younger
fathers than the population average. In addition, a study of a contemporary Canadian popula-
tion showed that parental age had no effect on frailty and survivorship of the elderly [38], sug-
gesting that most of the paternal age effect is expressed relatively early in life.
While the ancestral age association with offspring fitness is thus proven beyond reasonable
doubt, its underlying mechanisms remain unclear. Considering only the ages of the immediate
ancestors (father and mother), as in previous studies, is problematic in this respect. First, besides
its biological effect, paternal age confounds with unequal trans-generational transmission of re-
sources and wealth within the family that was usually not controlled for in previous studies (i.e.,
first-borns with on average younger fathers may be favoured or inherit more resources explaining
at least part of their increased health or fitness [39]). Second, much of the signal of the possible
mutational component of this effect is thus lost. Indeed, unless the acquired mutations are lethal
or so deleterious that they prevent reproduction, they can be passed on to the offspring over mul-
tiple generations, and many of the deleterious mutations may have little or no phenotypic effect
until their number reaches a certain threshold [1]. They can also have incomplete penetrance,
low expressivity, or selection against themmay be sufficiently weak to allow the individuals carry-
ing them to survive to adulthood and reproduce. Therefore, while each individual may carry a
burden of deleterious mutations accumulated over multiple ancestral generations, their effects
may be missed when only paternal age is considered as a correlate of ancestral reproductive age.
With each ancestral generation, the number of ancestors is doubled, and the mean fraction of the
genome contributed by a particular ancestor is halved. All the ancestors combined who are n gen-
erations away from the proband (the focal individual) are equally likely to pass a new mutation
to the proband’s genome, independent of n. Therefore, an individual mutation in a proband is as
likely to have been acquired from the father as from either of the two grandfathers combined, or
from any of the four great-grandfathers. That ancestral ages over multiple generations are impor-
tant is also highlighted by studies confirming that increased age at childbirth for previous genera-
tions of ancestors is associated with increased risk of a number of heritable disorders. For
example, increased maternal grandfather’s age was associated with increased risk of schizophre-
nia [17], and ages of both grandfathers were associated with increased risk of autism, indepen-
dently of the father’s age [23]. Howmale ancestral age calculated over several generations is
linked with key correlates of fitness such as survival and mating success is however at present un-
known, limiting our understanding of how selection against such mutations might operate.
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Here, we use data collected from seven pre-industrial Finnish populations with a detailed
pedigree available for several generations [40,41], to investigate whether the combined age of
male ancestors over several preceding generations is negatively associated with individual fit-
ness. Longitudinal data from known individuals record their birth, parental identities, socio-
economic status, marriage, reproductive history and death or emigration [42]. This exceptional
data set enabled us to estimate the expected change in the number of de novomutations by ana-
lysing individuals for whom we know the ages at which they and their ancestors were fathered,
whist controlling for confounding factors such as maternal age, social class, birth order (inheri-
tance of wealth), and temporal, spatial and within-family variation in longevity and fecundity
(see Methods). For each individual, we measured the weighted mean age of male ancestors
(WMAMA) on the basis of the ages at which the proband’s male ancestors and the proband
were fathered, up to and including great-grandfather level. In essence, individuals who had
older fathers and who had ancestors who themselves had older fathers will have greater
WMAMA, with the ages weighted by the relatedness to the proband (Fig 1). We investigated
the associations between this estimate of the number of transmitted mutations and several as-
pects of individual fitness incorporating both survival and reproductive success: (i) survival to
the age of 15; (ii) longevity among those that survived to age 15; (iii) whether surviving individ-
uals ever married; (iv) lifetime breeding success in individuals who married. Taken together,
the four considered traits thus reflect all aspects of individual postnatal fitness. Child mortality
in this population was high, with around 40% of individuals dying before the age of 15, which
is similar to contemporary hunter-gatherer populations [43]. Infectious diseases such as small-
pox, typhoid, shigellosis and tuberculosis were responsible for a large proportion of deaths, es-
pecially in the young [44], and harvest failures and resulting starvation events were common
throughout the study period [45]. The population was strictly monogamous, and although pa-
ternity cannot be confirmed without genetic data, extra-pair copulation rates are expected to
have been low due to strict social regulation of sexual behavior [46], given that extra-pair pater-
nity (EPP) rates based on genetic data are usually<3% in most contemporary European popu-
lations [47] with less strict sexual norms. A study using similar historical church record data
Fig 1. Representation of the data structure for calculation of weightedmean age of male ancestors (WMAMA). The ages at which the male or female
proband’s male ancestors (white squares) fathered the proband and the proband’s ancestors were used, weighted by the degree of mean relatedness. Grey
circles represent the proband’s female ancestors, whose ages were not used in the calculation (maternal age was controlled for in the models; see Methods).
Individuals in our data set had at least both grandfathers known, with varying numbers of great-grandfathers, a factor which was accounted for in the
calculation (see Methods).
doi:10.1371/journal.pone.0128197.g001
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from Belgium linked to genetic data confirmed EPP rates of<1% [48]. Therefore, estimation
of lifetime breeding success using these data is likely accurate also for the male lineage.
Results
Survival to age 15
First, we used generalized linear mixed-effects models (GLMMs) to determine the association
between male ancestor age and the probability of survival to age 15 in 4,167 individuals. We
found evidence that individuals with older male ancestors over three generations were less like-
ly to survive to adulthood than those with younger ancestors (Fig 2). For instance, individuals
whose male ancestors were on average below the age of 30 when they reproduced (20.3% of the
sample) had a 62% probability of survival to 15, whereas those whose male ancestors were an
average age of 40 or above (6.2% of the sample) had an average survival probability of only
52%. The association remained significant after accounting for other confounding variables:
the probability of individuals surviving to age 15 differed between populations, survival was
lower in the poor social class than in the rich and middle classes, and twins were less likely to
survive to age 15 than singletons (Table 1). The model estimates suggest that, controlling for
the other variables, the probability of survival to 15 declines by 13.5% (95% highest probability
density interval (HPDI): 0.1%–25.4%) between WMAMA of 30 and 40. Although the estimat-
ed posterior distribution has a large variance, the lower boundary of the HPDI is above zero
(Table 1), suggesting a statistically robust association.
To specifically test whether the effects of WMAMA were limited to certain populations, so-
cial classes or either of the sexes, we also fitted models including interactions between
WMAMA and proband parish, social class, and sex. We compared these models to that shown
in Table 1 using the deviance information criterion (DIC), but by this criterion none of the in-
teraction models were a better fit to the data (S1 Table). This illustrates that the effects of
WMAMA were consistent across the populations, social classes and the sexes.
Fig 2. Individuals (n = 4,167) with higher weightedmean age of male ancestors (WMAMA) had lower
survival to the age of 15. Bars showmean survival to 15 within eachWMAMA quartile, ±1 standard error.
The lower threshold of the 2nd, 3rd and 4th WMAMA quartiles are 30.43, 32.92 and 35.86 years respectively.
doi:10.1371/journal.pone.0128197.g002
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Survival to 15 is a biologically meaningful fitness measure in this population, since 15 is the
age of independence and recruitment to the breeding population. However, we also performed
a survival analysis, in order to ask a slightly different question: whether WMAMA is associated
with variation in mortality risk in a given year of life. We applied a mixed-effects Cox model
using the R package ‘coxme’, since a model with a random effect of maternal identity was an
improvement on a Cox proportional hazards model with no random effect (χ2 = 15.49, df = 1,
p< 0.001). The results of the survival analysis (S2 Table) suggested that individuals with older
male ancestors had a significantly higher mortality risk, with an increase of 1 year of WMAMA
associated with a 1% increase in mortality risk per year of life (compared to model with no
WMAMA effect, χ2 = 3.92, df = 1, p = 0.048). This was also apparent if father’s age was exclud-
ed from the calculation of WMAMA (χ2 = 4.15, df = 1, p = 0.042); while father’s age alone,
when entered into the model instead of WMAMA, did not significantly influence mortality
risk (χ2 = 1.12, df = 1, p = 0.291).
Adult lifespan
Second, we analysed associations betweenWMAMA and longevity among the 2,465 individuals
who were known to survive to at least the age of 15 (GLMMwith Poisson errors and a log link
Table 1. The estimated posterior distributions of fixed and random effects from the generalised linear
mixed-effects model (GLMM) used to analyse associations between weightedmean age of male an-
cestors (WMAMA) and survival to age 15.
Variable Posterior mode L-95% HPDI U-95% HPDI
Fixed effects
Intercept 1.6560 1.0051 2.5909
Parish (Hiittinen) 0.0000 0.0000 0.0000
Parish (Ikaalinen) -0.1428 -0.4391 0.1376
Parish (Jaakkima) -2.0162 -3.5725 0.1758
Parish (Kustavi) 0.2623 -0.1701 0.6447
Parish (Pulkkila) -0.6747 -1.0304 -0.3658
Parish (Rautu) -2.6837 -3.6603 -1.2573
Parish (Tyrvää) 0.3636 0.0274 0.6010
Social (Rich) 0.0000 0.0000 0.0000
Social (Middle) 0.0684 -0.1810 0.2571
Social (Poor) -0.3261 -0.6516 -0.0156
Twin (0) 0.0000 0.0000 0.0000
Twin (1) -1.2408 -1.7116 -0.8822
Maternal age -0.0117 -0.0250 0.0048
WMAMA -0.0360 -0.0531 -0.0007
Random effects
Birth year 0.1926 0.1338 0.3742
Maternal identity 0.5572 0.3784 0.8433
The posterior modes and Lower and Upper 95% boundaries of the highest probability density intervals
(HPDIs) are shown on the logit scale calculated by the model, which analysed data from 4,167 males and
females. 95% HPDIs for maternal age overlap zero, but this term was included in the ﬁnal model since the
95% HPDIs did not overlap zero until WMAMA was included; we therefore wished to account for all
possibly important factors associated with survival to 15 when estimating the association with WMAMA. We
omitted from this ﬁnal model any ﬁxed effects which had 95% HPDIs which overlapped zero. See Methods
for a full description of ﬁxed effects included in the initial model.
doi:10.1371/journal.pone.0128197.t001
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function; S3 Table). The association betweenWMAMA and adult lifespan was negligible and
not significantly different from zero (Posterior mean estimate = −0.0010; 95% HPDI = −0.0072–
0.0068). No interactions involvingWMAMA improved the fit of the model (S4 Table).
Probability of marriage
Third, we analysed the association of WMAMA with the probability of marriage among those
who survived to the age of 15 and either had a subsequent recorded date of death or, in the case
of censored individuals, whose life-history was known to at least until the age of 45 (women) or
50 (men), since these are the ages at which 99% of reproduction has been completed in either
sex [49]. We performed separate GLMMs on males (N = 757) and females (N = 703) because
of the biological and social differences between the two; males, for instance, marry later than fe-
males, and the ability of individuals to secure marriage is linked to different factors in each sex
[50]. While the association between WMAMA and probability of marriage was non-significant
in males (Fig 3a; S5 Table) (Posterior mode estimate = −0.0120; 95% HPDI = −0.0627–0.0536),
a strong and statistically supported negative association was observed in females (Fig 3b;
Table 2). The model predicted that, having accounted for significant differences between the
parishes in marriage probability, and that individuals from the poor social class were less likely
to marry than those from the rich or middle classes (Table 2), the probability of a female mar-
rying drops by 19.6% (95% HPDI: 0.3%–65.9%) between WMAMA of 30 and 40.
Lifetime breeding success
Finally, we analysed the lifetime breeding success (LBS; total number of children born) in those
individuals who were known to marry and to survive to the age of 45 (women) or 50 (men),
using a GLMM with Poisson errors and a log link function on 1046 individuals. The posterior
estimate of the association with WMAMA, though negative, had 95% HPDI which overlapped
zero (S6 Table). There were substantial differences between parishes in lifetime breeding
Fig 3. Change in probability of marriage with WMAMA. (A) The probability of a male (n = 757) surviving to the age of 15 marrying was not significantly
related to the weighted mean age of male ancestors (WMAMA). However, in females (n = 703), (B) individuals in the highest WMAMA quartile are
considerably less likely to marry than those with lower WMAMA. Bars showmean survival to 15 within eachWMAMA quartile, ±1 standard error. The lower
threshold of the 2nd, 3rd and 4th quartiles are 30.26, 32.81 and 35.80 years in males, and 30.26, 32.92 and 35.66 years in females.
doi:10.1371/journal.pone.0128197.g003
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success, and individuals from the poor social class had lower LBS than those from the rich and
middle classes, but interactions between WMAMA and parish, social class and sex did not im-
prove the fit of the model (S7 Table).
Discussion
In this study, we investigated the associations between the age of an individual’s male ancestors
and aspects of individual fitness including survival to maturity, ability to secure a mate, longevity,
and lifetime breeding success. We aimed to extend previous analyses which have only considered
the age of the individual’s father. We found that both males and females with older male ances-
tors were less likely to survive to 15, and that females with older male ancestors were less likely to
marry. Below, we discuss the findings and offer explanations for the observed associations.
We found that an increase in the mean age of paternal ancestors over the three preceding
generations was associated with a strong reduction in survival to adulthood (Fig 2). The model
predicted that addition of 10 years to the age at which male ancestors gave birth to the lineage
of a proband subtracted ~13% from the probability of survival of this proband to the age of 15.
The effect was observed independently of the contribution of other factors known to affect early
survival, i.e. sex, twin status, social class, maternal age, parish of birth (Table 1). In addition, a
high cumulative age of male ancestors was also associated with a reduced likelihood of marriage
(assuming survival to reproductive age) among women (Table 2), although not among men.
The model predicted that an increase of mean age of male ancestors from 30 to 40 corre-
sponded, for a woman, to a ~20% reduction in the probability of marrying before the age of 45.
Again, this effect was independent of the contribution of other factors. We also demonstrated
that the effect did not differ significantly between our populations. In all 7 of the analyzed par-
ishes that had associated data on survival to 15, the observed association withWMAMAwas
negative (S8 Table). Therefore, the data suggests that the results are independently replicable in
geographically distinct, but culturally and economically similar, populations.
Table 2. The estimated posterior distributions of fixed and random effects from the generalised linear mixed-effects model (GLMM) used to ana-
lyse associations between weightedmean age of male ancestors (WMAMA) and the probability of marriage in females.
Variable Posterior mode L-95% HPDI U-95% HPDI
Fixed effects
Intercept 4.6316 2.1598 7.1415
Parish (Hiittinen) 0.0000 0.0000 0.0000
Parish (Ikaalinen) 0.4561 -0.4388 1.1628
Parish (Kustavi) -0.1636 -0.9595 0.9853
Parish (Pulkkila) -108.7254 -133.7155 -20.6428
Parish (Rautu) -0.4587 -3.5011 3.2916
Parish (Tyrvää) 0.5776 -0.0994 1.3946
Social (Rich) 0.0000 0.0000 0.0000
Social (Middle) -0.5006 -1.1561 0.0155
Social (Poor) -1.0906 -2.4251 -0.0832
WMAMA -0.0965 -0.1562 -0.0156
Random effects
Maternal identity 1.1997 0.0001 2.9799
The posterior modes and 95% boundaries of the highest probability density intervals (HPDIs) are shown on the logit scale calculated by the model, which
analysed data from 703 females. We omitted from this ﬁnal model any ﬁxed effects which had 95% HPDIs which overlapped zero. See Methods for a full
description of ﬁxed effects included in the initial model.
doi:10.1371/journal.pone.0128197.t002
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The data hint that the effect of age of male ancestors on offspring survival may span multi-
ple generations, since there is a negative association between survival and the ages of grandfa-
thers and great-grandfathers. When the ages of the fathers are excluded from calculations of
WMAMA, we do not expect the remaining association to be strong. Indeed, the amount of sig-
nal is proportional to the variance in the ages of the male ancestors, which goes down by a fac-
tor of two each generation (as the number of the considered individuals increases by the factor
of two). Therefore, the signal is expected to be in the ratio 1:0.5:0.25 in the fathers, grandfathers
and great-grandfathers, respectively. This implies that by removing fathers, we expect to lose
between 57% (if the ages of all 6 male ancestors are known) and 66% (if we only know grandfa-
thers’ ages) of the signal. When the age of the proband’s father is excluded from the calcula-
tions, the magnitude of the effect of WMAMA on offspring survival drops by a factor of ~2,
and although WMAMA is still associated with reduced survivorship, the 95% HPDI around
the mode of the posterior estimates overlaps zero (WMAMA excluding father’s age = −0.0166,
HPDI = −0.0427–0.0044). However, the same is also true when WMAMA is replaced in the
model with father’s age: the age of a proband’s father is negatively associated with their survival
to age 15, but the association is weak and the HPDI overlaps zero (posterior mode of father’s
age estimates = −0.0087, HPDI = −0.0257–0.0023). The loss of significance is not due to a drop
in sample size, since all individuals have fathers of known age. Therefore, grandfather’s and
great-grandfather’s ages provide additional information about an individual’s fitness, over and
above that of paternal age. The contribution of advanced ages of grandfathers and great-grand-
fathers to proband survivorship is also underscored by the results of the survival analysis, in
which the association with survivorship remains when the father’s age is excluded.
Similarly, we found that WMAMA calculated excluding father’s age was only weakly associ-
ated with the probability of a female marrying, and the HPDIs of the estimate overlapped zero
(WMAMA excluding father’s age = −0.0326, HPDI = −0.1174–0.0136). In this case, however,
replacing WMAMA with father’s age still resulted in an estimate which did not overlap zero
(posterior mode of father’s age = -0.0378, HPDI = -0.0680 –-0.0014), suggesting that women
with older fathers were less likely to marry, and that the ages of their older male ancestors were
less important.
A range of non-mutually exclusive mechanisms could give rise to the observed associations
between ancestors’ age and offspring survival, and it is hard to distinguish between them.
Socio-economic factors may contribute: for example, fathers that conceive late are more likely
to die by the time their offspring reaches adulthood [51], and the same may hold for grandfa-
thers. All our models control for social class of each individual, as well as whether or not they
were the first-born in their family and therefore likely to inherit the majority of family wealth.
Moreover, although paternal absence is detrimental for child’s well-being in contemporary
populations [52], most studies show little or no negative effect of death of fathers or, especially,
grandfathers on offspring survival [53]. Indeed, neither father’s [54] nor grandfather’s death
[55] are related to increased child mortality risk in the present study population. Still, it is diffi-
cult to rule out the possibility that some hard-to-measure or overlooked social or economic
variable may stand behind our results. In particular, the observation that father’s age explains
the WMAMA effect on female marriage probability suggests that a social, rather than a genetic,
link is more plausible for this fitness component. A likely explanation for this is that females
born to older fathers could be the last of many children and therefore have several elder sisters.
The presence of elder sisters (but not brothers) has been previously linked to decreased mar-
riage probability among females in this population, likely resulting from sibling competition
for marriage prospects within the family [50].
Age-related epigenetic changes are also sometimes proposed as the driving force of the paren-
tal age effect (e.g. [56]). Epigenetic characteristics of somatic [57–59] as well as germline [60,61]
Fitness Consequences of Ancestral Age
PLOS ONE | DOI:10.1371/journal.pone.0128197 June 1, 2015 8 / 18
cells change with age; a fraction of these changes could be disruptive, leading to aberrant regula-
tion. Epigenetic changes are associated with some neuropsychiatric disorders [62,63]. Further-
more, some of the epigenetic changes may be transmitted transgenerationally [64]; thus, it has
been hypothesized that some of the age-associated epigenetic changes could be passed on to chil-
dren [65,66] or even grandchildren [66]. Gene imprinting could heritably disable expression of a
subset of genes in a parent of origin-dependent way, contributing to the differences between the
paternal and maternal effects [67–69]. However, a plausible mechanism by which age-related
epigenetic changes may be transmitted transgenerationally is still lacking.
In contrast, the transgenerational transmission of de novomutations is well understood;
their accumulation with age leads to a host of genetic disorders, and they likely have consider-
able consequences for Darwinian fitness. The age effect spanning multiple generations of male
ancestors is also consistent with this mechanism. Thus, de novomutations are a likely contribu-
tor to the association between ancestral age and offspring fitness shown in this study. However,
it is unclear whether de novomutations may explain the observed associations in their entirety.
Our analysis suggests that among the parameters that contribute to fitness, survival to adult-
hood and (for females) probability of marriage are most affected by ancestral age. Survival to
reproductive age is the largest component of variation in fitness in most human populations
[70], and accounts for the largest share (~35%) of the total opportunity for selection in the
studied population [42]. Although we did not find an association between WMAMA and life-
time breeding success, this was estimated only in individuals who had already survived to 15
and who were married; thus, the association with survival to 15 does suggest a large fitness pen-
alty to high male ancestral age. If the effect on fitness is equally divided between the three pre-
ceding generations of paternal ancestors, as would be approximately the case for de novo
mutations, then the estimated ~13% cumulative decrease in survivorship over 3 generations is
consistent with a ~4% reduction in fitness per generation in humans when the mean age of
male ancestors of a given generation (e.g., father’s age, or mean age of two grandfathers or four
great-grandfathers) changes from 30 to 40. The number of new mutations is increased by
roughly one-third between father’s ages of 30 and 40 [5,10]. Assuming that their joint effect on
fitness is increased similarly (i.e., no epistasis), and that all the observed fitness differences are
due to new mutations, a 4% reduction in fitness in progeny of 40-year-old fathers, compared to
the 30-year-olds, implies that the per-generation reduction in fitness due to new mutations
under relaxed selection, ΔR, is ~0.12 when males give birth at 30, and ~0.16 when they give
birth at 40. The lower and upper boundaries of the 95% HPDI for the reduction in survival
would yield ΔR of ~0.001 and ~0.25, respectively, when males give birth at 30.
Are such high values of load associated with new mutations consistent with the available
data? While de novomutations are gradually becoming an acknowledged factor detrimental to
fitness in humans, direct data on their population-level effect on fitness is lacking. Their effect
on fitness is also hard to predict through their associations with disorders, because such associ-
ations may be very diverse. For example, on the basis of the mutation rates in the father’s germ-
line [10], the prevalence of diseases due to de novo loss-of-function single-nucleotide
mutations in haploinsufficient genes has been estimated as ~100 to 1,000 per 100,000 births
[71]. However, the contribution of recessive or non-coding mutations is unclear, as is how
these values translate into population-level differences in fitness.
ΔR can be also predicted indirectly as DR ¼ U hs, where U is the rate of deleterious mutations
in a diploid genome per generation, and hs is the mean selection coefficient against a deleteri-
ous heterozygous mutation [72]. Unfortunately, both the fraction of the genome that is func-
tional and the distribution of selection coefficients are known only very approximately.
Consider first amino acid-changing mutations. The average de novo point mutation rate is
Fitness Consequences of Ancestral Age
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1.2 × 10-8 [10], the human genome carries ~3 × 107 coding sites, and approximately 75% of
mutations at these sites change the encoded amino acid; therefore, a diploid genome acquires
approximately 2 × 1.2 × 10-8 × 3 × 107 × 0.75 = 0.54 new amino acid-changing mutations per
generation. The distribution of their fitness effects can be estimated from the distribution of al-
lele frequencies at polymorphic sites; however, hs is very dependent on the fraction of strongly
deleterious mutations, which is hard to estimate because such mutations contribute little to
polymorphism [73,74]. For newly arising amino acid-changing mutations, the best-fitting
gamma distribution of hs yielded hs = 0.043 (or less under a different choice of demographic
model) [75]. More recent analyses using larger datasets, and accounting for complex demo-
graphic history, yielded hs = 0.029–0.058 in African Americans, and hs = 0.030 in European
Americans [73]. These data suggest that the reduction in fitness due to nonsynonymous muta-
tions alone is ΔRP 0.016–0.031. Predicting the contribution of non-coding mutations is com-
plicated; assuming that 5% of the human genome is under selection [76,77], U 2 × 1.2 × 10-8
× 3.2 × 109 × 0.05 = 3.84, with higher estimates for the fraction of genome under selection [78]
yielding higher values of U. If mutations at functional sites in the entire genome are character-
ized by the same mean selection coefficients as nonsynonymous mutations at coding sites,
these data imply ΔR as high as 0.11–0.22. This value is an overestimate if the mean selection
against deleterious non-coding mutations is weaker; however, it doesn’t consider other muta-
tion types such as indels, transposable elements insertions and microsatellite instabilities,
which may contribute to fitness loss substantially [79].
Finally, ΔR can be also obtained, with many caveats, by extrapolating frommutation-accumu-
lation experiments in model species [74]. This yields ΔR 0.0013 (on the basis of experiments in
nematodes), or ΔR 0.018 (on the basis of experiments inDrosophila), assuming that the mean
selection coefficient against deleterious mutations is the same in humans and in these species [74].
Altogether, our estimate of ΔR 0.12 is probably too high to be solely explainable by the
load of new mutations. For example, an increase in age from 30 to 40 corresponds to an ex-
pected increase of ~20 mutations [10]. If 5% of the genome is functional, then this corresponds
to ~1 new deleterious mutation; 4% decrease in fitness over the same period yields the mean hs
= 0.12 for this mutation, which seems too high. Still, the lower HDPI boundary ΔR 0.001
would be compatible with the available data even if the effect comes exclusively frommutation-
al sources, as it would imply mean hs = 0.001.
In summary, we have investigated the associations between the age at reproduction of male
ancestors and fitness of focal individuals using a longitudinal data set from a pre-industrial
population experiencing natural mortality and fertility. We found that the advanced age of re-
production of ancestors has had a pronounced effect on fitness via reduced likelihood of sur-
vival to adulthood, and in addition, for women, a negative association with probability of
marriage. These results are a novel demonstration of a transgenerational effect of male age at
reproduction on the fitness of their descendants. If the observed effect, or fraction thereof, is
mediated by accumulation of de novomutations, it also supports the view (e.g. [80,81]) that the
ongoing increase in the mean age of reproduction in modern societies may lead to a higher
prevalence of genetic disorders. The detrimental effect of new mutations on fitness may be ac-
cumulated over multiple generations. In our ancestors, the loss in fitness occurring each gener-
ation due to new deleterious mutations was compensated by purging of deleterious mutations
by natural selection. However, if the efficacy of selection in modern human societies is reduced
[80,79,82], accumulation of new mutations even over a few generations may have detectable
population-level fitness effects. Given the difficulties in distinguishing between alternative ex-
planations for the ancestral age effects, direct assessment of the effect of mutations on fitness
through sequencing is necessary to further advance the field.
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Materials and Methods
Study population and data
We investigated associations between weighted mean age of male ancestors (WMAMA) and
several aspects of fitness using longitudinal individual-based data collected from Finnish church
records. These data have been used to construct life-histories of individuals from eleven rural
populations, referred to as “parishes” [83,84]. We used data collected from seven parishes across
Finland: Hiittinen, Ikaalinen, Jaakkima, Kustavi, Pulkkila, Rautu and Tyrvää. The data consist
of records of births, marriages and deaths, and for each known individual potential data includ-
ed: birth date; parental identity; socio-economic status; marriage date; spouse identity; offspring
birth date; offspring identity; death date. These data have been used to construct a population
pedigree which has been used for quantitative genetic analysis [41], enabling us to record the
identity of a focal individual’s ancestors for up to a maximum of ten generations. We only in-
cluded individuals in the study who were born before 1900 (range: 1688–1899), for whom we
knew the father’s age at the birth of the proband and the age of both grandfathers at the birth of
the proband’s father and mother. We chose this time interval since this was a period of natural
mortality and fertility: this largely agricultural pre-industrial society had poor access to health-
care for all individuals and high child mortality rates across the population. However, there was
some important variation in individual wealth and previous work has shown that one of the key
determinants of fitness in these populations is social class [85]. Individuals were therefore only
included if we knew their social class, which was based on occupation: rich individuals included,
for example, farm-owners and merchants; the middle class included occupations such as crafts-
men and tenant farmers; the poor class included unskilled individuals such as crofters and
labourers [85]. These social classes account for individual differences in wealth, and while we
accept that they are not perfect predictors of individual access to resources, they have consis-
tently been associated with variation in many aspects of fitness in many previous studies of
these populations. The population was therefore structured based on access to land (landown-
ers, tenant farmers, landless people), but discrepancies between social classes were nevertheless
only moderate compared to many other European countries at the time. Marriage between so-
cial classes was relatively common, particularly for women [86]. The eldest son usually inherited
the parents’ possessions whilst some gifts or dowries were paid for daughters [86].
Estimation of expected number of mutations
We estimated the number of mutations accumulated by the proband’s lineage over the latest
three generations using a formula based on the ages at which the proband’s ancestors and the
proband were fathered. For each individual, we recorded the ages at which the proband’s great-
grandfathers gave birth to the proband’s grandparents, the grandfathers gave birth to the pa-
rents, and the father gave birth to the proband (Fig 1). Since the mean fraction of the genotype
acquired from a particular ancestor is halved every generation, the ages of fathers should be
given twice as much weight as the ages of grandfathers, and four times the weight of the ages of
great-grandfathers. The WMAMAm is thus calculated as
m ¼
XN
i¼1
airi
XN
i¼1
ri
; ð1Þ
where N is the number of considered ancestors, a is the age at birth, and r is the coefﬁcient of
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relationship [87] between the proband and the ancestor: 0.5 for fathers, 0.25 for grandfathers,
and 0.125 for great-grandfathers.
Statistical analysis
We analysed associations between an individual’s estimated WMAMA and four measures of
fitness using generalized linear mixed-effects models (GLMMs) in R 3.0.2 using the package
MCMCglmm [88]. This powerful iterative Bayesian approach is suitable for our non-Gauss-
ian-distributed data, and provides error estimates by sampling directly from the posterior dis-
tribution. For all four fitness measures, we included as fixed effects variables which are known
to influence, or which may be associated with, measures of fitness in these populations, includ-
ing parish as a categorical variable; proband sex; social class as a three-level factor as defined
above [85]; twin status as a two-level factor (singleton or twin [89]); birth order as a two-level
factor (first-born or subsequent [39]); maternal age as a linear and quadratic covariate [90].
We also included random effects of maternal identity and birth year, to account for variation
in survival between families and cohorts respectively. The diagnostics of each model confirmed
that effective sample size of each estimate was at least 1000, and that the degree of autocorrela-
tion between consecutive samples for all variables was lower than 0.1. We assessed the suitabili-
ty of the terms by omitting from the model any fixed effects which had 95% HPDIs which
overlapped zero. All remaining terms were retained in all models of WMAMA.
First, we analysed survival to the age of 15 of 4,167 individuals as a binomial trait (0 = died
before age 15; 1 = survived) using a GLMM with binomial errors and a logit link function. We
arrived at this sample size after applying restrictions to the data as described above. In addition,
we excluded individuals who emigrated before the age of 15, or who were born in a different
parish before migrating to the focal parish. Social class was assigned on the basis of father’s oc-
cupation, since individuals under the age of 15 did not work and so were not assigned their
own social class. Models were run for 600,000 iterations, with a burning-in period of 300,000
and a sampling interval of 300 iterations, giving 1000 samples of the posterior distribution.
We also analysed mortality risk across life by performing a survival analysis using the R
package ‘coxme’, which allows both fixed and random effects to be included. Initial models in-
cluded parish, social class, sex and twin status as fixed factors. We also fitted a fixed factor of
birth year, divided into 25-year periods (<1700; 1701–1725; . . .; 1876–1900). We did this be-
cause the model would not converge with random effects of both birth year and maternal iden-
tity; thus, we fitted birth year as a fixed effect as described and maternal identity as a random
effect. We tested these effects by comparing models with and without the fixed effect in ques-
tion using likelihood ratio tests (LRTs), where the χ2 test statistic is calculated as -2(LogLikmo-
del1—LogLikmodel2), and the p-value is calculated according to the appropriate number of
degrees of freedom. All effects were significant, and so were retained in the model. We then
added the main effect of WMAMA, testing it with an LRT. Finally, we re-ran the analyses, re-
placing WMAMA with father’s age only, and with WMAMA calculated excluding father’s age.
Second, we analysed associations betweenWMAMA and longevity among the 2,465 individ-
uals who were known to survive to at least the age of 15. Longevity was analysed using a GLMM
with Poisson errors and a log link function. The data were restricted as for survival to 15 and
also excluded individuals who emigrated before death. Social class was once again assigned on
the basis of father’s occupation, so that women who remained unmarried could be assigned a
social class. Models were run for 400,000 iterations, with a burning-in period of 200,000 and a
sampling interval of 200 iterations, giving 1,000 samples of the posterior distribution.
Third, we analysed the probability of marriage among 757 males and 703 females who sur-
vived to the age of 15 using GLMMs with binomial errors and a logit link function (0 = never
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married; 1 = married). Males and females were analysed separately because of their different
life-history schedules and because the cultural and economic factors associated with the proba-
bility of marrying differ between the sexes [50]. We arrived at these sample sizes having re-
stricted the data as for analysis of longevity, and once again assigned social class based on
father’s occupation. In addition, we did not include individuals who either died or emigrated
before the age of 45 and 50 for females and males respectively, since up until these ages individ-
uals are considered reproductive and therefore eligible for marriage. In our population, only
0.5% of individuals who ever married did so for the first time after the age of 50. Models were
run for 1 million iterations, with a burning-in period of 400,000 iterations and a sampling in-
terval of 600 iterations.
Finally, we analysed the lifetime breeding success (number of children born) in individuals
who were known to marry. We used a GLMM with Poisson errors and a log link function.
Data restrictions were applied as for probability of marriage, with the additional restriction
that we excluded individuals who died before age 45 (females) or 50 (males) to capture varia-
tion in fertility rather than survival. Social class was assigned on the basis of own occupation in
the case of males, and on the basis of the first husband’s occupation in females. Models were
run for 600,000 iterations, with a burning-in period of 300,000 and a sampling interval of
300 iterations.
In each case, fixed effects were judged to be significantly associated with fitness where the
upper or lower 95% highest probability density intervals (HPDIs), the Bayesian equivalent of
confidence intervals, of the posterior distribution of the estimates did not overlap zero; those
that overlapped zero were described as having no statistical support for an association with fit-
ness. We tested the relative importance of paternal age and the age of grandfathers and great-
grandfathers by also (1) fitting models where WMAMA was calculated using only grandfa-
ther’s and great-grandfathers ages, and (2) fitting paternal age instead of WMAMA. We also
tested for interactions between WMAMA and other fixed effects, assessing the significance of
these effects by comparing the DIC (deviance information criterion) of the models with and
without the interaction.
Supporting Information
S1 Table. Comparison of generalized linear mixed effects models (GLMMs) investigating
associations between weighted mean age of male ancestors (WMAMA) and survival to the
age of 15.
(DOC)
S2 Table. Results of the mixed-effects Cox model of mortality risk in relation to the weight-
ed mean age of male ancestors (WMAMA).
(DOC)
S3 Table. Posterior estimates for the fixed and random effects on GLMMs of longevity
among individuals who survived to at least the age of 15.
(DOC)
S4 Table. Comparison of GLMMs investigating associations between weighted mean age of
male ancestors (WMAMA) and longevity in individuals who survived to age 15.
(DOC)
S5 Table. Posterior estimates for the fixed and random effects on GLMMs of the probabili-
ty of marriage for males who survived to at least the age of 15.
(DOC)
Fitness Consequences of Ancestral Age
PLOS ONE | DOI:10.1371/journal.pone.0128197 June 1, 2015 13 / 18
S6 Table. Posterior estimates for the fixed and random effects on GLMMs of lifetime breed-
ing success (LBS) among individuals who survived to at least the age of 15 and who mar-
ried.
(DOC)
S7 Table. Comparison of GLMMs investigating associations between weighted mean age of
male ancestors (WMAMA) and LBS in individuals who survived to at least the age of 15
and who married.
(DOC)
S8 Table. Posterior estimates for the fixed and random effects of GLMMs of survival to age
15.
(DOC)
Acknowledgments
We thank Kimmo Pokkinen, Lasse Iso-Iivari, Jenni Pettay, Aino Siitonen, Sinikka Toijonen,
Jarmo Piippo, and the Karelian database for collecting parish data, and Alexey Kondrashov,
Brian Charlesworth and Shamil Sunyaev for valuable discussions.
Author Contributions
Conceived and designed the experiments: GAB. Performed the experiments: ADH GAB. Ana-
lyzed the data: ADH GAB. Contributed reagents/materials/analysis tools: VL. Wrote the paper:
ADH VL GAB.
References
1. Crow JF. The origins, patterns and implications of human spontaneous mutation. Nat Rev Genet. 2000;
1: 40–47. doi: 10.1038/35049558 PMID: 11262873
2. Crow JF. The high spontaneous mutation rate: Is it a health risk? Proc Natl Acad Sci. 1997; 94: 8380–
8386. PMID: 9237985
3. O’Roak BJ, Vives L, Girirajan S, Karakoc E, KrummN, Coe BP, et al. Sporadic autism exomes reveal a
highly interconnected protein network of de novo mutations. Nature. 2012; 485: 246–250. doi: 10.1038/
nature10989 PMID: 22495309
4. Sanders SJ, Murtha MT, Gupta AR, Murdoch JD, Raubeson MJ, Willsey AJ, et al. De novo mutations
revealed by whole-exome sequencing are strongly associated with autism. Nature. 2012; 485: 237–
241. doi: 10.1038/nature10945 PMID: 22495306
5. Michaelson JJ, Shi Y, Gujral M, Zheng H, Malhotra D, Jin X, et al. Whole-Genome Sequencing in Au-
tism Identifies Hot Spots for De Novo Germline Mutation. Cell. 2012; 151: 1431–1442. doi: 10.1016/j.
cell.2012.11.019 PMID: 23260136
6. Xu B, Ionita-Laza I, Roos JL, Boone B, Woodrick S, Sun Y, et al. De novo gene mutations highlight pat-
terns of genetic and neural complexity in schizophrenia. Nat Genet. 2012; 44: 1365–1369. doi: 10.
1038/ng.2446 PMID: 23042115
7. Vissers LELM, de Ligt J, Gilissen C, Janssen I, Steehouwer M, de Vries P, et al. A de novo paradigm
for mental retardation. Nat Genet. 2010; 42: 1109–1112. doi: 10.1038/ng.712 PMID: 21076407
8. Power RA, Nagoshi C, DeFries JC, Plomin R. Genome-wide estimates of inbreeding in unrelated indi-
viduals and their association with cognitive ability. Eur J HumGenet. 2014; 22: 386–390. doi: 10.1038/
ejhg.2013.155 PMID: 23860046
9. Haldane JBS. The Mutation Rate of the Gene for Haemophilia, and Its Segregation Ratios in Males and
Females. Ann Eugen. 1946; 13: 262–271. doi: 10.1111/j.1469-1809.1946.tb02367.x
10. Kong A, Frigge ML, Masson G, Besenbacher S, Sulem P, Magnusson G, et al. Rate of de novo muta-
tions and the importance of father’s age to disease risk. Nature. 2012; 488: 471–475. doi: 10.1038/
nature11396 PMID: 22914163
11. Salihu HM, Shumpert MN, Slay M, Kirby RS, Alexander GR. Childbearing beyondmaternal age 50 and
fetal outcomes in the United States. Obstet Gynecol. 2003; 102: 1006–1014. PMID: 14672478
Fitness Consequences of Ancestral Age
PLOS ONE | DOI:10.1371/journal.pone.0128197 June 1, 2015 14 / 18
12. Nelson SM, Telfer EE, Anderson RA. The ageing ovary and uterus: new biological insights. Hum
Reprod Update. 2013; 19: 67–83. doi: 10.1093/humupd/dms043 PMID: 23103636
13. Itsara A, Wu H, Smith JD, Nickerson DA, Romieu I, London SJ, et al. De novo rates and selection of
large copy number variation. Genome Res. 2010; 20: 1469–1481. doi: 10.1101/gr.107680.110 PMID:
20841430
14. Hehir-Kwa JY, Rodríguez-Santiago B, Vissers LE, Leeuw N de, Pfundt R, Buitelaar JK, et al. De novo
copy number variants associated with intellectual disability have a paternal origin and age bias. J Med
Genet. 2011; 48: 776–778. doi: 10.1136/jmedgenet-2011-100147 PMID: 21969336
15. McRae AF, Wright MJ, Hansell NK, Montgomery GW, Martin NG. No Association Between General
Cognitive Ability and Rare Copy Number Variation. Behav Genet. 2013; 43: 202–207. doi: 10.1007/
s10519-013-9587-9 PMID: 23417127
16. Buizer-Voskamp JE, LaanW, Staal WG, Hennekam EAM, Aukes MF, Termorshuizen F, et al. Paternal
age and psychiatric disorders: findings from a Dutch population registry. Schizophr Res. 2011; 129:
128–132. doi: 10.1016/j.schres.2011.03.021 PMID: 21489755
17. Frans EM, McGrath JJ, Sandin S, Lichtenstein P, Reichenberg A, Långström N, et al. Advanced pater-
nal and grandpaternal age and schizophrenia: a three-generation perspective. Schizophr Res. 2011;
133: 120–124. doi: 10.1016/j.schres.2011.09.027 PMID: 22000939
18. Reichenberg A, Gross Raz, Weiser Mark, BresnahanMichealine, Silverman Jeremy, Harlap Susan,
et al. Advancing paternal age and autism. Arch Gen Psychiatry. 2006; 63: 1026–1032. doi: 10.1001/
archpsyc.63.9.1026 PMID: 16953005
19. Hultman CM, Sandin S, Levine SZ, Lichtenstein P, Reichenberg A. Advancing paternal age and risk of
autism: new evidence from a population-based study and a meta-analysis of epidemiological studies.
Mol Psychiatry. 2011; 16: 1203–1212. doi: 10.1038/mp.2010.121 PMID: 21116277
20. Parner ET, Baron-Cohen S, Lauritsen MB, Jørgensen M, Schieve LA, Yeargin-Allsopp M, et al. Paren-
tal age and autism spectrum disorders. Ann Epidemiol. 2012; 22: 143–150. doi: 10.1016/j.annepidem.
2011.12.006 PMID: 22277122
21. Rahbar MH, Samms-Vaughan M, Loveland KA, Pearson DA, Bressler J, Chen Z, et al. Maternal and
paternal age are jointly associated with childhood autism in Jamaica. J Autism Dev Disord. 2012; 42:
1928–1938. doi: 10.1007/s10803-011-1438-z PMID: 22230961
22. Guinchat V, Thorsen P, Laurent C, Cans C, Bodeau N, Cohen D. Pre-, peri- and neonatal risk factors
for autism. Acta Obstet Gynecol Scand. 2012; 91: 287–300. doi: 10.1111/j.1600-0412.2011.01325.x
PMID: 22085436
23. Frans EM, Sandin S. Autism risk across generations: A population-based study of advancing grandpa-
ternal and paternal age. JAMA Psychiatry. 2013; 70: 516–521. doi: 10.1001/jamapsychiatry.2013.1180
PMID: 23553111
24. Lian ZH, Zack MM, Erickson JD. Paternal age and the occurrence of birth defects. Am J HumGenet.
1986; 39: 648–660. PMID: 3788977
25. Xue F, Michels KB. Intrauterine factors and risk of breast cancer: a systematic review and meta-analy-
sis of current evidence. Lancet Oncol. 2007; 8: 1088–1100. doi: 10.1016/S1470-2045(07)70377-7
PMID: 18054879
26. Liu Y, Zhi M, Li X. Parental age and characteristics of the offspring. Ageing Res Rev. 2011; 10: 115–
123. doi: 10.1016/j.arr.2010.09.004 PMID: 20887815
27. Veltman JA, Brunner HG. De novo mutations in human genetic disease. Nat Rev Genet. 2012; 13:
565–575. doi: 10.1038/nrg3241 PMID: 22805709
28. McGrath J, Mortensen PB, Pedersen CB, Ehrenstein V, Petersen L. Paternal Age and General Cogni-
tive Ability—A Cross Sectional Study of Danish Male Conscripts. PLoS ONE. 2013; 8: e77444. doi: 10.
1371/journal.pone.0077444 PMID: 24116230
29. Gavrilov LA, Gavrilova NS. When Fatherhood Should Stop? Science. 1997; 277: 17–21. doi: 10.1126/
science.277.5322.17b PMID: 9229762
30. Gavrilov LA, Gavrilova NS. Human Longevity and Parental Age at Conception. In: Robine J-M, Kirk-
wood TBL, Allard M, editors. Sex and Longevity: Sexuality, Gender, Reproduction, Parenthood.
Springer Berlin Heidelberg; 2001. pp. 7–31.
31. Kemkes-Grottenthaler A. Parental effects on offspring longevity–evidence from 17th to 19th century re-
productive histories. Ann Hum Biol. 2004; 31: 139–158. doi: 10.1080/03014460410001663407 PMID:
15204358
32. Zhu JL, Vestergaard M, Madsen KM, Olsen J. Paternal age and mortality in children. Eur J Epidemiol.
2008; 23: 443–447. doi: 10.1007/s10654-008-9253-3 PMID: 18437509
33. Gourbin C, Wunsch G. Paternal Age and Infant Mortality. Genus. 1999; 55: 61–72. doi: 10.2307/
29788590
Fitness Consequences of Ancestral Age
PLOS ONE | DOI:10.1371/journal.pone.0128197 June 1, 2015 15 / 18
34. Miller B, Alaräisänen A, Miettunen J, Järvelin M-R, Koponen H, Räsänen P, et al. Advanced Paternal
Age, Mortality, and Suicide in the General Population. J Nerv Ment Dis. 2010; 198: 404–411. doi: 10.
1097/NMD.0b013e3181e07d79 PMID: 20531118
35. Smith KR, Mineau GP, Garibotti G, Kerber R. Effects of childhood and middle-adulthood family condi-
tions on later-life mortality: evidence from the Utah Population Database, 1850–2002. Soc Sci Med
1982. 2009; 68: 1649–1658. doi: 10.1016/j.socscimed.2009.02.010 PMID: 19278766
36. Robine J-M, Cournil A, Henon N, Allard M. Have centenarians had younger parents than the others?
Exp Gerontol. 2003; 38: 361–365. PMID: 12670622
37. Gavrilov LA, Gavrilova NS. Biodemography of exceptional longevity: early-life and mid-life predictors of
human longevity. Biodemography Soc Biol. 2012; 58: 14–39. doi: 10.1080/19485565.2012.666121
PMID: 22582891
38. Hubbard RE, AndrewMK, Rockwood K. Effect of parental age at birth on the accumulation of deficits,
frailty and survival in older adults. Age Ageing. 2009; 38: 380–385. doi: 10.1093/ageing/afp035 PMID:
19307228
39. Faurie C, Russell AF, Lummaa V. Middleborns disadvantaged? Testing birth-order effects on fitness in
pre-industrial Finns. PloS One. 2009; 4: e5680. doi: 10.1371/journal.pone.0005680 PMID: 19492096
40. Lahdenperä M, Lummaa V, Helle S, Tremblay M, Russell AF. Fitness benefits of prolonged post-repro-
ductive lifespan in women. Nature. 2004; 428: 178–181. doi: 10.1038/nature02367 PMID: 15014499
41. Pettay JE, Kruuk LEB, Jokela J, Lummaa V. Heritability and genetic constraints of life-history trait evolu-
tion in preindustrial humans. Proc Natl Acad Sci U S A. 2005; 102: 2838–2843. doi: 10.1073/pnas.
0406709102 PMID: 15701704
42. Courtiol A, Pettay JE, Jokela M, Rotkirch A, Lummaa V. Natural and sexual selection in a monogamous
historical human population. Proc Natl Acad Sci. 2012; doi: 10.1073/pnas.1118174109
43. Gurven M, Kaplan H. Longevity Among Hunter- Gatherers: A Cross-Cultural Examination. Popul Dev
Rev. 2007; 33: 321–365. doi: 10.1111/j.1728-4457.2007.00171.x
44. Hayward AD, Holopainen J, Pettay JE, Lummaa V. Food and fitness: associations between crop yields
and life-history traits in a longitudinally monitored pre-industrial human population. Proc Biol Sci. 2012;
279: 4165–4173. doi: 10.1098/rspb.2012.1190 PMID: 22896645
45. Hayward AD, Rickard IJ, Lummaa V. Influence of early-life nutrition on mortality and reproductive suc-
cess during a subsequent famine in a preindustrial population. Proc Natl Acad Sci. 2013; 110: 13886–
13891. doi: 10.1073/pnas.1301817110 PMID: 23918366
46. Sundin J. Sinful Sex—Legal Prosecution of Extramarital Sex in Preindustrial Sweden. Soc Sci Hist.
1992; 16: 99–128. doi: 10.2307/1171323
47. Anderson KG. HowWell Does Paternity Confidence Match Actual Paternity? Evidence fromWorldwide
Nonpaternity Rates. Curr Anthropol. 2006; 47: 513–520. doi: 10.1086/504167
48. Larmuseau MHD, Vanoverbeke J, Geystelen AV, Defraene G, Vanderheyden N, Matthys K, et al. Low
historical rates of cuckoldry in aWestern European human population traced by Y-chromosome and
genealogical data. Proc R Soc Lond B Biol Sci. 2013; 280: 20132400. doi: 10.1098/rspb.2013.2400
49. Rickard IJ, Holopainen J, Helama S, Helle S, Russell AF, Lummaa V. Food availability at birth limited
reproductive success in historical humans. Ecology. 2010; 91: 3515–3525. doi: 10.1890/10-0019.1
PMID: 21302824
50. Nitsch A, Faurie C, Lummaa V. Are elder siblings helpers or competitors? Antagonistic fitness effects of
sibling interactions in humans. Proc Biol Sci. 2013; 280: 20122313. doi: 10.1098/rspb.2012.2313
PMID: 23173210
51. Schmidt L, Sobotka T, Bentzen JG, Nyboe Andersen A, ESHRE Reproduction and Society Task Force.
Demographic and medical consequences of the postponement of parenthood. Hum Reprod Update.
2012; 18: 29–43. doi: 10.1093/humupd/dmr040 PMID: 21989171
52. Sigle-RushtonW, McLanahan S. Father absence and child wellbeing: a critical review. In: Moynihan D,
Rainwater L, Smeeding L, editors. The future of the family. New York, USA: Russell Sage Foundation;
2004. pp. 116–155.
53. Sear R, Mace R. Who keeps children alive? A review of the effects of kin on child survival. Evol Hum
Behav. 2008; 29: 1–18. doi: 10.1016/j.evolhumbehav.2007.10.001
54. Lahdenperä M, Russell AF, Tremblay M, Lummaa V. Selection on menopause in two premodern
human populations: no evidence for the Mother Hypothesis. Evol Int J Org Evol. 2011; 65: 476–489.
doi: 10.1111/j.1558-5646.2010.01142.x
55. Lahdenperä M, Russell A., Lummaa V. Selection for long lifespan in men: benefits of grandfathering?
Proc R Soc B Biol Sci. 2007; 274: 2437–2444. doi: 10.1098/rspb.2007.0688 PMID: 17650472
Fitness Consequences of Ancestral Age
PLOS ONE | DOI:10.1371/journal.pone.0128197 June 1, 2015 16 / 18
56. Rutten BPF, Mill J. Epigenetic Mediation of Environmental Influences in Major Psychotic Disorders.
Schizophr Bull. 2009; 35: 1045–1056. doi: 10.1093/schbul/sbp104 PMID: 19783603
57. Fraga MF, Ballestar E, Paz MF, Ropero S, Setien F, Ballestar ML, et al. Epigenetic differences arise
during the lifetime of monozygotic twins. Proc Natl Acad Sci U S A. 2005; 102: 10604–10609. doi: 10.
1073/pnas.0500398102 PMID: 16009939
58. Heyn H, Li N, Ferreira HJ, Moran S, Pisano DG, Gomez A, et al. Distinct DNAmethylomes of newborns
and centenarians. Proc Natl Acad Sci. 2012; 109: 10522–10527. doi: 10.1073/pnas.1120658109
PMID: 22689993
59. Bell JT, Tsai P-C, Yang T-P, Pidsley R, Nisbet J, Glass D, et al. Epigenome-Wide Scans Identify Differ-
entially Methylated Regions for Age and Age-Related Phenotypes in a Healthy Ageing Population.
PLoS Genet. 2012; 8: e1002629. doi: 10.1371/journal.pgen.1002629 PMID: 22532803
60. Oakes CC, Smiraglia DJ, Plass C, Trasler JM, Robaire B. Aging results in hypermethylation of ribosom-
al DNA in sperm and liver of male rats. Proc Natl Acad Sci. 2003; 100: 1775–1780. doi: 10.1073/pnas.
0437971100 PMID: 12574505
61. Flanagan JM, Popendikyte V, Pozdniakovaite N, Sobolev M, Assadzadeh A, Schumacher A, et al.
Intra- and interindividual epigenetic variation in human germ cells. Am J HumGenet. 2006; 79: 67–84.
doi: 10.1086/504729 PMID: 16773567
62. Urdinguio RG, Sanchez-Mut JV, Esteller M. Epigenetic mechanisms in neurological diseases: genes,
syndromes, and therapies. Lancet Neurol. 2009; 8: 1056–1072. doi: 10.1016/S1474-4422(09)70262-5
PMID: 19833297
63. Jakovcevski M, Akbarian S. Epigenetic mechanisms in neurological disease. Nat Med. 2012; 18:
1194–1204. doi: 10.1038/nm.2828 PMID: 22869198
64. Daxinger L, Whitelaw E. Transgenerational epigenetic inheritance: more questions than answers. Ge-
nome Res. 2010; 20: 1623–1628. doi: 10.1101/gr.106138.110 PMID: 21041414
65. Perrin MC, Brown AS, Malaspina D. Aberrant epigenetic regulation could explain the relationship of pa-
ternal age to schizophrenia. Schizophr Bull. 2007; 33: 1270–1273. doi: 10.1093/schbul/sbm093 PMID:
17712030
66. Crow TJ. Grandparental and parental age effects suggest epigenetic transmission on both X and Y
chromosomes. Schizophr Res. 2012; 139: 267–268. doi: 10.1016/j.schres.2012.03.010 PMID:
22497795
67. Morgan HD, Santos F, Green K, DeanW, Reik W. Epigenetic reprogramming in mammals. HumMol
Genet. 2005; 14: R47–R58. doi: 10.1093/hmg/ddi114 PMID: 15809273
68. Weaver JR, Susiarjo M, Bartolomei MS. Imprinting and epigenetic changes in the early embryo. Mamm
Genome. 2009; 20: 532–543. doi: 10.1007/s00335-009-9225-2 PMID: 19760320
69. Smith CL, Bolton A, Nguyen G. Genomic and Epigenomic Instability, Fragile Sites, Schizophrenia and
Autism. Curr Genomics. 2010; 11: 447–469. doi: 10.2174/138920210793176001 PMID: 21358990
70. Spuhler J, Zubrow E. The maximum opportunity for natural selection in some human populations. De-
mographic Anthropology: Quantitative Approaches. Albuquerque: Univ of NewMexico Press;
1976. pp. 185–226.
71. Hurles M. Older males beget more mutations. Nat Genet. 2012; 44: 1174–1176. doi: 10.1038/ng.2448
PMID: 23104062
72. Shabalina SA, Yampolsky LYu, Kondrashov AS. Rapid decline of fitness in panmictic populations of
Drosophila melanogaster maintained under relaxed natural selection. Proc Natl Acad Sci U S A. 1997;
94: 13034–13039. PMID: 9371795
73. Boyko AR, Williamson SH, Indap AR, Degenhardt JD, Hernandez RD, Lohmueller KE, et al. Assessing
the Evolutionary Impact of Amino Acid Mutations in the Human Genome. PLoS Genet. 2008; 4:
e1000083. doi: 10.1371/journal.pgen.1000083 PMID: 18516229
74. Keightley PD. Rates and Fitness Consequences of NewMutations in Humans. Genetics. 2012; 190:
295–304. doi: 10.1534/genetics.111.134668 PMID: 22345605
75. Eyre-Walker A, Woolfit M, Phelps T. The Distribution of Fitness Effects of New Deleterious Amino Acid
Mutations in Humans. Genetics. 2006; 173: 891–900. doi: 10.1534/genetics.106.057570 PMID:
16547091
76. Eory L, Halligan DL, Keightley PD. Distributions of selectively constrained sites and deleterious muta-
tion rates in the hominid and murid genomes. Mol Biol Evol. 2010; 27: 177–192. doi: 10.1093/molbev/
msp219 PMID: 19759235
77. Lindblad-Toh K, Garber M, Zuk O, Lin MF, Parker BJ, Washietl S, et al. A high-resolution map of human
evolutionary constraint using 29 mammals. Nature. 2011; 478: 476–482. doi: 10.1038/nature10530
PMID: 21993624
Fitness Consequences of Ancestral Age
PLOS ONE | DOI:10.1371/journal.pone.0128197 June 1, 2015 17 / 18
78. Ward LD, Kellis M. Evidence of abundant purifying selection in humans for recently acquired regulatory
functions. Science. 2012; 337: 1675–1678. doi: 10.1126/science.1225057 PMID: 22956687
79. Lynch M. Rate, molecular spectrum, and consequences of humanmutation. Proc Natl Acad Sci U S A.
2010; 107: 961–968. doi: 10.1073/pnas.0912629107 PMID: 20080596
80. Muller HJ. Our load of mutations. Am J HumGenet. 1950; 2: 111–176. PMID: 14771033
81. Kondrashov A. Genetics: The rate of human mutation. Nature. 2012; 488: 467–468. doi: 10.1038/
488467a PMID: 22914161
82. Crabtree GR. Our fragile intellect. Part I. Trends Genet. 2013; 29: 1–3. doi: 10.1016/j.tig.2012.10.002
83. Lummaa V, Haukioja E, Lemmetyinen R, Pikkola M. Natural selection on human twinning. Nature.
1998; 394: 533–534. doi: 10.1038/28977 PMID: 9707112
84. Lummaa V, Lemmetyinen R, Haukioja E, Pikkola M. Seasonality of births in Homo sapiens in pre-indus-
trial Finland: Maximisation of offspring survivorship? J Evol Biol. 1998; 11: 147–157. doi: 10.1007/
s000360050072
85. Pettay JE, Helle S, Jokela J, Lummaa V. Natural Selection on Female Life-History Traits in Relation to
Socio-Economic Class in Pre-Industrial Human Populations. Petraglia M, editor. PLoS ONE. 2007; 2:
e606. doi: 10.1371/journal.pone.0000606 PMID: 17622351
86. Moring B. Marriage and social change in south-western Finland, 1700–1870. Contin Change. 1996; 11:
91–113. doi: 10.1017/S0268416000003106
87. Wright S. Coefficients of Inbreeding and Relationship. Am Nat. 1922; 56: 330–338. doi: 10.2307/
2456273
88. Hadfield JD. MCMCMethods for Multi-Response Generalized Linear Mixed Models: The MCMCglmm
R Package. J Stat Softw. 2010; 33: 1–22. PMID: 20808728
89. Lummaa V, Jokela J, Haukioja E. Gender difference in benefits of twinning in pre-industrial humans:
boys did not pay. J Anim Ecol. 2001; 70: 739–746. doi: 10.1046/j.0021-8790.2001.00537.x
90. Gillespie DOS, Russell AF, Lummaa V. The Effect of Maternal Age and Reproductive History on Off-
spring Survival and Lifetime Reproduction in Preindustrial Humans. Evolution. 2013; 67: 1964–1974.
doi: 10.1111/evo.12078 PMID: 23815653
Fitness Consequences of Ancestral Age
PLOS ONE | DOI:10.1371/journal.pone.0128197 June 1, 2015 18 / 18
